1 


m m m 


5 


(DihydroPyrimidine Dehydrogenase : Jl^AT, D P D t (?5f^ffl(;iJ: «9 5 - 
25 :7;P:tP>?l:i KP':>^S/;U (5-FluoroDihydrouracil : OT> FDHUifeV^^) 
<i:7^j;D> :;^liT>?t H p If U 5 5^:^— if (Dihydropyrimidenase : OT> DHPase 
ji; tjt^^p) p^3\z^J)_y)Vjiru-Q-7'7:r.y\ziXm-^ri. Wi^izmm-^n^ 

S-^^nfc 5 - FUCD^5<J8 0%«^:(D{^^^-e^$n (Cancer (Phil a). 68, 
30 499-501. 1991), $ b{::C10f^lltm©#)l^^«D P DTS^ d <h7&^'#'&$nT 
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(Cancer Res., 47: 2203-2206, 1987)o cfc-pT, D P D^:5^JiL^ 0 D P D 

?l#@:iTnJBg14/6^*a5^ (Cancer. Inves. 1 1 (2) : 239-240. 1993)o Sfe, DPD 
(J. Clin. Oncol., 12: 2248-2253, 1994 ; Adv. Exp. Med. Biol. , 431 : 811-816, 1998), 

^^miL-^nx^^^:^^ (Cancer Res., 53: 5433-5438, 1993 ; Phermacogenetics. 4: 
301-306. 1994; J. Inher i ted. Metab. Dis. , 16: 574-576, 1993). ^(DM^iZitWc 

^ ^)-~>^izitmi^x\^^mK 
^rcT&^cDMiR'f'm^t^mcDmmz^-DX. d p DmiRi^(D^mf}^^Bizm^ 

mmmt^rmm-^nx^i^'r. dpd?^i4, mz^(Dm\i.(Dmm^miR^u^ 
jixwmr^ t:\t.mtmmx^^. 

cDMffl \z^^^- YucDimkmmtim^ ibnx\^^^m\(D^m.(D^x. tf u ^ 

i6{Zt>, 5 -FUi^feHfjtc:inb®{«S^-^O^M;5^*ffiM{C*lJ^T#^X^ U 

u ^ i^>^mm\znt^m^^^m(Dmi^^. m{^m\z\%^wn(D\di^) ^ i^>ix 
mm^^nmr^(D\zmmmn\^m^'r^z:t'^^^ 
^mm^m^m(D^wp^(D e u $ i^>imm^^^%'^^^mm L-xmmzmi'^ 
x^^\±^)^^j>im^'m\'^mm^mm-^z.^^m&^h'r^o ^r^. *^bj 


^tLxm^izmm^n^^i^oimmm^zm^i^T. a^mi^muxi^^rct 

mizm^-r^ z. h^^x^. ^(Dmmmmf)^ ^m^ mmm(D tr u ^ i^yixmf^i^^ 
mi^izwm-r^:itA^x^^:it^M.itii.r^. ^lt, :^mM^'biti!}^^^^\£v 

^#i{::*f-r^M^^^^®i^^'i4 (\fv^i^>mmmxmm) ^mmzm-mx^. 

-5 : 

^(D^rz.\^^(Dmmw-xh^m i tsmcD e u ^ v^M-^itfSM'j^M^jo 


10 m\^:^mx'$>^ : 

UJ 


s 

^ ^ tc2^%Bjii, TfBJS 1 1 1 3 \zmf^m^^^^(D tf u 5 s^>f^it^ 
mil. mi7bm6<D\, ^-rn^^ izmm(D tf u ^ >^ xxm^i^wummm ^^mm \z 

30 mi 2. minme (D\,^-rn^^izmm(D e u s i^>Rmm\^m\^mm^w^^iz 


miz. "f-i^mi inmi 3(D\^^-rn^^z$m.(D:^mizvt^xmmm<D\d^) ^i^> 

© tf U $ i^M-^^l^^^ (i^k H n hf ij a >?>5='t H ny^h— if (DPD) . >? t H p 
tfU5>^:^— ti (DHPase) S:t>'/3 -•:7 l/-r F^P fcf:^^— ti(/3-UPase)) \Z^^ 

fHTS-So mf^W]m\z^^y)v-i-^^c^m^B.n^-\^t:Lm'^tL (-♦-), 

0 3«, m&m2\z^\,^xi^mmm^mm.mm\zmu^^-vtz'mm^^^^ 

yMmm'^'^y^)i^W]mz^^'»i-2-'^c^mn^-^\^rzm'^ (-■-) <hT 
D¥^{3Sf?t^n^ ' ' c o 2 (Dmm^mm&inzmmvrcm^^^To 
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(1) \:^v^i^>imm\i.m\^mm 

^, PD), Ho^:^U^5^:^— if (DHPase) S.0^"i3 -"i^U-i- F7°Pkr^:^ 

m 

0^iy< it^i^^(D^-^\z^-:)X^mzm^mm^^^tii^^%(Dx$>^o 

t.rji^%(D. rtitD-^^mz^^^^tirci^. mxixm^rc}-i^m-^nx\d^)^ 

- - - . ^^wmzn., y vyy._h-:^^)vyvyy. j-i^-y—yv. tiJi'Ey-ju. Rzf 
l^^yyji^j-yym^m^x^^o " " 

30 (Dd^uK thi ':>f)m^^xmM^nxu^:iii^wm.iir^o ^^^^^m^i^i: 


n 


(om^mt 1 mmnx'mm-^nx'b 2 m&.±^iiMizm^^iD'^xi^mT^ c: t 
(Dimmt. mmRmm<^tvxv^m.^\zmm^n^co2(D'pu<th-^ (c 

fflj pp. 149-163 (1975) mtC^ : RADIOISOTOPES, 41, 45-48 (1992)^) 

rc:inib(Dm^Li^xm^^tLrz^m(Dhi^j s z^yit^m^r^it^cDRmmo)--^ 
(h/i^^-e^'So - 
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^mm^^w. ts':f'\z)vm. mi mm. n^m. mmmmuE(Dmu^^-mm 

m^itmm(Dmmiz^m-r^izmvx\-ii. m^ti^xm^i^^m. mm. mt 
10 n-x, ^^mmommwi ; m>^uyy\ ■:f\^omm. v'yyym. -if^^ym 

8(3- 

hi 


3 


□ 

fim<Dmmizf&mT^\zmvx\t. mi^ti^xmpiitzfi^om. m.m. ^yy 
y. titi^m. mim<^m. ti-t^jy. ^)v^uE(Dmmm. y^t'yp'A*. 
V'y-^yv^. •ti^5^>^(©^^^j ; ^5^^>, tsy^yuEommmm^m 

25 fflT^-So 

^Lxmit'if'y^yti-y-izjw mmtf-^^jimiz^mvxmm-^n^o 

^m(Dmm\z0!^mT^\zmvxi^~m^h'Cxmxitty^ ^jx.^uy^^j-zi—ji', 

30 U-fe-^-r K^*^^fflT#-g)o 


9 

5 i^j^^\yyv)v\i^ymmm:j^7.'r)vmm^^mx^^. t^.^. ^(Dm^mm'^ 

Jj «>^tHD5^^» chT^cfQ, 'A^^x}i')^iyy\xmn^mm<Dm2mmx-^^'Dii 
m(Dm2mmx$>^'DiiF^sQ(Dmntts.^-j\=. HP'^^>';Kx«>?t fd^^^ 

m(DW,^mmx^^B-ou-< \^y''u\f.^±—M(Dmm.t.u^^-^u^ k^p 
30 tr:t>^ (xf^)3-'5'i/^ hwygs^) ^fflvi;^c^'&, ^M^-'^k-r H:/pe 


10 

lcJ:oTS?'j:^fcJ6, il (h;6^~T#'r>-7.^3J^;;L::T5il:i^i^S5^-r 

m.^izmm-^n^'-^ CO 2m^m^'t^r:iib\z. p^^^^x hmiz^f^^ y^ntz. 

(2) tfU^s^M^^SWJJ^::^^* 

-ox^mzmm-t^z.t.m'T^^^o - ------ ... . _ 
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mzmm-^n^^^^m^m\^^xno:Lt.ffix^^. 

mm\z^->xfTt^n. wmzmM^rir^\^^)^z^yit'^m\t^tvxf)^t^^\d^) 
^i^yixm^nm(Dr^m\z^'^x\m^m-^nx. co ^^^(D^o^i-mmm m 
A.\t&-r'y=-y^v<\^^(Dmmw-m) iivx^mzwm-^n^o ±Mimm 
moo-^co^ «±<h \^xnm.^\z. ^rz.'t(Dm(Di-mMm\^^h Lx^-t^ \zm 

f^^. i^mn(Dm^-:^mz^\^xm'^-^y':f}v^^^^'fri\z-t^f}-^\t. s-^-r^ 
tf' J ^ i^yi\:.^m^tM-^(Dixmm(Dnw.wmm^mzm\:'X^ c ^ mu.w-mm 
itRmmmc^nWiZ^-oxmisi-t^ z. t-f)^x^^o -rrjiiD-^m&i^mm^t-^nrz 
mmixmmm^co2x$)^m'^i-m-%^^. ib -r^:=-y^rz\t^<Dm(DRmm 
mx&^m^itm-^mm^zmm^ti^. ^mrm^^y^Mt. •^y^)V(Dmm 

yim^&A^mm^^^m iz^^-v. nm.^ tc#tti $ n§ c o ^ 
m t i^xmiyLi^mm c o 2 i; -5 ic^-tf -r > $ nrcmi^i^imm. if u ^ >^ > 
i^yit^m^m^T^ zl ht^x^^o 
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^vfz tr u ^ i^yi[:^mznt^^i^^^o)imm^^mmmmr^ z. t^^x-^^o 
mizm^-r^mym^^mi^mm:'r^:it\z^-DX. ^^(Dii^j ^i^xmizm 

m^i-£Ai)m9M^hi^x^^iy)i^'^^^>^rcit^n^ommi$-m(DDPD 
(Dmm. hf^^^cD^mm i^tz.m'^u. ^ t x^x^wp^ t^^o d p d (Df^mm\ 

#:|^lC*3tt^ IS-OU-i \^ y°U \^:t'r—^(Dm^^m\MX^^o ^^\H(DD P D 

mi^^mm-t^rMzit. ±fE(i){CctoT#^n^DPD^'l4{c(ii)S:D^'(iii) 
^ D H P as 6^^-14:5:0^' B-OU^\^y'a }£:t'r—^^ii^mm^^ ^1 <t 
7&^'T#^o ^fcmm^Z. ;i#:|^C7)DHPase?g14(Di¥ffitC«, S^^fi^tC^ifBCi i) 
(D«iJ^T+^TfeS:;&^\ ctDiE«S7^c$:DHPaseS'tt^M-r^fcJ6tC«, ±fB(ii) 
{CckoT#e,n^D P D?£14t-, (i i i)Tf#^>n§ /3 -'::7 U-l- K^P tf:t:^— if^ 

ii^mm'r^:it^^x^^. 

u-^ h^^y ^ -uE(D^m(D6fm^mmfi^mm\.xm^\z^^n^i\ 
mmm^m\'^'r^z.h-f}m^v^\ ^^^^^:^m\z^nu. ^^izmm^n^i^v 
^ i^>i\:^m(D^m(Dimmm^-^\z^m^^-r^ :i^^^x^^(dx\ mm^ 
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^^b< ^mm(D\sfm.<^\zmtii^n^m^i^m^co2<Dmmmm^mm 
10 o^^, B?m4^®i^&^iico2 («aj;^tii3co2) mmmm mmm. mm 
{is^^. ^m.^izmm-^n^mm:^7.'^ CO 2^r^Ki(D'^ 00^:^^7.0)^1^ c 

u ifo^-yy^mmznt^m^ii^m^'r^zit^^x^^o z.(Dtzi>b. :^mm 

20 y%mm^^m\z. ^}i>±M(Dmm:fjmzi^-:> xmmmo) tr u ^ v>f^is^stt^ 

:$^mm:^miz^n{^. mm\z^^m<D±i^\Hizm^^\d:^j 5 i^>mmmzM 
CD If u 5 i^yRm^'^'&cDmmiz^n^ if u ^ sfy^mm. mz±tE:y )\^:^n^- 
30 t., :$imM(Di^mt. yjv:tnry^iy)i.^m^^^ttnzmm^n^mm<^m^^ 


CI 
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m m 


mni^mm $ nrc tf u ^ >it^<^ tLx2^(D^m^'^c xmm vr^^y 
M^m^^^-mm(D\d^)^zy>im^mm.mmt\^x\±^)^i^yimmm!\^ 


'^^i>;p-2-^ ^ C (Cambridge Isotope Laboratoryi^) 300m g^, 0. IN- 
W NaOH/saline^?S (ION i^mit-T h U ^h.mW.2m \ \Z^m.fiW^^1mXXtm 

m 


L (2) (E)-5-(2-:/p^if-;W-':7^s^;i.©^j(7)pm 

(E)-5-(2-:/p^:t'zi;W-r>^2x;U«.#:[^-r'>^'>;i^<hlt'&UTixh FPeu 
^i^y^\^]^uyi—M (DPD) (DSM-h/cC-B, (.^:bt0§'^^'>;i/i§^{-^MtlM 
mMX^^ (Cancer Research 46, 1094-1101. March 1986, pp. 1094-1 lODo ^ 
20 M (E)-5-(2-:7^D^t':n;i/)-r:7^i/;i/250mg<hT^fc:T::fA2.25g^^-^U.^i'^ 
»(D7K^»Lfj:/6^'^^-&L. 4 5ml (D-y-X^>i/3 ><i;LTMLfe (-y-X 
^>>>^3>1 5ml {C83.3mgCD(E)-5-(2->^D^ t:-;i/)-'^^>/;i/^-a-tr)o 

(3) m^m 

mM.Wimhvxm^-^^r:i\d-^)vx^m\^^. im (n = 3) {ctfu^s^M-^ 

25 it^«^M^#WS-^L (SOmg/body) (HW), 2m (n=3) 

(E)-5-(2-:/n^lf-;i')-'^^S^;^m^J^MP^-^b (83. Smg/body) , immmz 
- - - -li¥<bIWimtC._eU^i^M;^ilt?g14«M^J^S^M^ (50mg/body) (it 

mm:^'yyMmm%=e'T}vWimo 'A^^x\ mmtL%. ^d^i^vyixm^'mi 

^nmoy^^m t^^'^ (15^, 30:5^,45^, 605>. 75^, 90^. 1055^, 120^, 135 
30 ^, 150^. 180^. 210^, 240^) (D^mi^X^-^^UMV. H^M'+'tcW^n/r ^ ^ 
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C-mmiSX(Dmm'^GC-m^mmm (ABCA-G. EuropaScientific1±^) ^m^^X 

m^Lfco mmm<Dm^ (-♦-) titm^ (-■-) <D^^^^tD-ii:xm2\z 

5 m.-^>y)i(Dd''cm (%o) t(Dmx$>^A''cm ^^-To 

m^^^tD^^^^oiz. mmmxit^ ^ i^)v-i- ' ^ c mxm^nxvfm.'^ iz^^c 
o zmm-^ti^mmm^ntc^^. A^mzi^^vr^^^->)iimm'^^v'ji 
mm (]tmm) x\t\^m.^^(D''co2(Dmm^m\^<i&Ti^. z.(DZL^^ib^ 

10 ty)^o^^A^f:>nrc. 

U J. ; 

w mmM 1 xm i^tc^y^ ^»i-2-'^ c ^mm^^ti^xmai^^mmcD e u ^ 

i:: xm^My^M^J^i^ML, MPS^^^J©t°u 5^^Mtm?^W•i^^c^■r 

.p 15 ^Wffltt^m^U/to 

h (1) ^i^>ixmmm^^mmo)mm 

?f S/;i/-2-^ 3 C (Cambridge Isotope Laboratory^) 300mg<£. 0. IN- 

* NaOH/salineJ^?^ (ION 7i<.miti-h^J^I^m^^2mHZ^m-^m.7K^m^X2Q0 

M mUzmM) 2 4mHzmMly. 7K^j}U^X6 0ml (DmnmmMtiyX\f:^j ^ 

20 >?>f^at?gMJ^M^J^i^mLfc (^Pffl^g^J 10ml tC50mg(D'>^->;i/-2-i 

(2) ||]^ 

wmmmt[.xm^'^itrz\d-^ii:^^m^^. im (n = 3) tc±E (d -e 

S^Mbfclf U^v^Xm^gWJ^M^MPS-^L (SOmg/lOml/body) (IIW), 
25 2SI (n = 3) it^\Z. mmmi (2) i:|Hlilf:iLTI^mb^c(E)-5-(2-yD^:t: 
::i;W-'^^i>Jl/^^J^^P^S-^L (83. 3ing/15ml/body). imm^ZimtmUiZ 
- - HU^ i^MtMfSM'J^S^J^MPS-^Lrc (SOmg/lOml/body) (.\mm : 

^i^p^^L/i^, ^io7^cii^^t5fei.^git-rg6<j-c, m^^\zm\^^r^'j>^^m^^ 

30 TMfCTKi Cm 1 ^?S$»JMP^-^b;t„ MS¥<ht), tru Sf/M^St^li 


16 

m^mmo^^mti^m^ (15^.30^,455^,60^,7553^.90^. 1055^, 1205^, 135 
53-, 1505^. 18053^.21053^. 24053-) (D^f^/^.Tin^^rmLV. i^m^izmm-^tirc' ^ 
c-mmiS:^(Dmm^. mmmi tmuizi^xGc-us^m^m (abca-g> Europa 
scientificas) ^m^^xmi^Ltco mm^(Dm^ (-♦-) t]tmm (-■-) 

^cm\m^nxnn.mz^^ CO ^mm-^n. K^m\z^^L'rz^^i^)v 
\mmn'^'r)vmm x\m-%^^(D'^co^(Dmm.ti^\^<^yt^ 
(Dtimm-^nT:io :ine.(Diii:30^e), ^mmmmu. ^<D^^mm\zM^t)ib 


m 
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gg ^ (D $g B 

1 . c , o * «N (D^pta <t%i ■o^m^i^-vmi^ ^ tifc tf U ^ V >{b^ 

3 . If' J 5 V >f^it^^m/5;^^>? k K p tf' J ^ V Vt^' h F P ^ t H 

p If 'J ^ >^:^— tf ]S:D^"/3 -ryu-f Hyp If :f if J: D 7^cJ:§S¥/0^ ^jl^$n-5^i> 

10 4. If 'j^v'Xb^i^s^^^^of^ittiiO^', 5-:7;u:tP'>^'>;k -^^v- 
P, ;k 5^^>. 5 -:7;i/^P5/t HP':>^'>;k s^tHP'^^i/;k >^bFP5^^ 

^i! 7;i'::^-p-/3-'>l/-r H:/Plf;r>^, iS-i^W FyPlf^>^. jS-"^ 

m 

% 15 mmmMo 

P 5 . c ^fcitocDpr^ <thi -D-^^m^i^^x^i^m^nr:! if u ^ v^Mk-^tj* 

□ 

7 . m^m 1 7b^ 6 (Dl^■rn■/J^zt^m(D if 'j ^ yimmi^mi^mm^^^ 
iwi{i#:igfg|{WM#i<D^si^S'j^-r^ :it^w^tr^ If 'J 5 

25 8 . t»^^ 1 7!;s 6 ® I i-m7&^ irtB«® If 'J ^ >Rmmi^m^mm 
m\zn-^h. i$^f^izmm-^n^\5ii<Limmimm!^(Dmiiimm^m^-r^ ;i 

9 . m^m iTbmecDi i-rn7!>> i::hb«© if 'j ^ >^ >Rm^\i.m\mmm 

30 T ^ If U 5 >'f^i»^14cD?|iJ^;^f*o 


m 

5 ■ 
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I 15 t#e.n^M^c0CO2#m#»j^Ml^#(^CO2^^^ttJ^»j<h*fitT^^<»::^^^. 


25 


19 

m m 


